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REMZ^RKS 



The r^xcir,: rer ^uggesLii thar claims 1, 2 and 4-14 are pending in 
thci^ inot'::inh application, App-^icants believe thai claiais 1, 2, 4-14 
and 21-3.'"; are pending in Lhe instant, application. Clam.^ 1, 2 and 



oeuena iron a ciaiTi tnat was canceled in zha previous repdy. Claim 



aru'jndmenL^ . ReconE i dereition is respectfully requested in light of 
r.heso aniendinenr s and the following rennarks. 

I . Election/Restriction 

Applicants acknovlcdqp that the Restriction Requirement 
wherein App": cants have e^lecLcd SEQ ID NO: 3 hus been deemed proper 
anu made Frnal. 

II. Rejection of Claims Under 35 U.S.C. 103(a) 

C^a^i:.s 2 and 4^-14 have been rejected under 35 U.S.C. iC3(a; 
a.- demc unpa t e :'i : db ^ e over Drnn e_ al.^ Peres2er;i ee ai., ^^nd 
Loer.oo^i- VCeod ec ui., in view of Nunokawa et . i'JS Fatene 
6,203,982; sr.o Mon.ia al . ('J5 Par.enL 5,B7P.^ 242). Tne Lxa^-.i-'ier 
:^ur:'-:Cr 'i:^ ^t v.eulo have been criraa faCiG obvioui^ for" O'he of skl^l to 



4-14 have been rejected. 



Claims 21.-32 have been canceled as they 



J 



been arr.enoed. 



No nev; natter h^s been added by these 
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.-na.kc arj aniiisenye co.-nponnds to _NOS RNA baaed or: the teach: ngs 

of ::inq et al., PeTes-eni ct al., and Leesoon-r/;ood el al . , and 
fi:rt:ier ;..cca:.:.so theise references teach inpl.icdrion of iNOS in 
pathological c.-jfid^iiions and the benefits of inhihlLinq expression 
of i.N33, ivhlle NuncA'awa wt a^ . diL^cl osG SFQ ID NO: 3 and tMnnia et 
ai. Learh modilirat ions of antisensG. Applicants rGspecLf uJ, ly 
t r a ve v .5 o "hi s r e j e c t i o n , 

Ar. the outset^ 'ihe claims have been amended to refer zo 
specific nurlocr^ase regions within the sequence of huiridn iNQS to be 
targeted by anr.1 sense compounds. SupporL for tnese anendrr.enr.s lu 
Lhe claiTiM; can be found throaghoul the specification as filed bat 
in particular at pages 78-SI, Table 1. 

Dinq et al. [1996) disclose only one antisense compound 
t:ar'_:ic:.ed lo bases 1-21 of the translation i.niLiatiori site cf mouse 
■'.NOS rRNA. No other target regions are taught or sucgested by th.is 
paper, rncluding any nucleobase recicns within SZQ ID >jO! 3. 

?e-ec.^leri cz al. \1996) -each antisense conpounds targeted to 
iiuclect ::dc^ bb--z2 oL nnnan iXCS cDNA "uar is referred to bv Genbank 
aeces-ior -urb-rr L2l^^3 {sec page !^9"/2). The auchors clam Ln:-: 
re^iion c:.\ that -:cque-cc co-rcspondt; to Lho ^'--UTH, tnc initra-ion 
codon, and cv/c -lodons iror. the open-readinc fram;ii of ' KC3 cDNA. No 
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other -arqet reaiors oi" rhe qene are taugh- or sjqgested, 
Hcreove>-, Lh: s p^per fail- to teach the -argot: nucleobase regions 
of Lhe inr^tant invention as now claimed. 

Leesoon-Wood et al . (1996) is absrrace with few details 

provided. The ^osLract does disclose the preparation of 6 
antiirensc ol iqoni.:clect ides , 15 iri^r each, that corresponded to 
different parts of the coding region of ^n iNOS . However, the 
exact sequence of this INOS and Lhe target regrcns within r.he 
ceding region ol r.his i\'OS are net taught or svzggested. In 
acditxon, nc oLher target sites on the gene are taught or 
suggci-^ted. Therefore, this paper fails to teach the region^^ of 
iXOS RNA thai are recited in the amended claims, 

Therelcre, eitner alone or when combined, ::he primary 
referencei^ cilcd dy zhe Zxaminer fail to teach -he limitations of 
the .-.mended clalir.s- The secondary references cited fail to 
ove-coine the deficiencies; in teaching of these primary r ef erc::nces , 

i-lor.^._; et al. rec.cit jucdi float oni^ antisense ol igonuclect idcr^ 
\:\ -eieral, Hcv;C'/er, ricwhere doc;^ tnls patent ..-ach cr suqyeot 
an- 1 sense ccrnpcund- of ary ^ype Larqeicc tc any r-gion of the hnman 
iNOS RN/\. ^'hereforc, this secondary reference fails to overcome 
tne ce-"iciencies in teaching ot "he primary references. 
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:>Ji:rokaw3 el a:. (US Patent 6,2C3, 982) disclose the sequence of 
hLi::iar. iXOS (SIiQ ID NC : 3) ^=na methods for screening tor cc::;Donnds 
that rr:eci:l.f;L*^ expression of Lhis gone. However, nowhere does th±s 
paper [-.each or sugqesL nuclcobase reqions within this gene thau can 
be suoce^;5f'jlly targeted oy antrsensc compounds as clairrLed, 

ro establish a prima fcdcie c.^se of obviousness, three basic 
criteria inu.st be met. MPEF 214:3. First, thero musz be some 
suQqesLion or motivation, either m the references themseives or in 
the knowledge qencrally avaiicible to one of ordinary skill in the 
ert, to modify Lhe rcierencc or uo corribine reference teachings. 
Second, there musL be a reasonable expectation of success. 
Finally, the prior art must teach or suggest all cialm limitations. 
Cloarly, the combination of prior art cited fails to teach or 
suggesL the limitations of the claims as ^lmended, which claim 
antlsonse coaipounds tatceted to specific nucleobase regions of iNOS 
?^N7\ C^FO ID KG: 3), and tnus cannot render the instant claimed 
ir:ver:::xon obv_u;:s. It is only with Lne specification In hand that 
on^^ of skill v;o:.;ld undorstand whl-j^: nuclcohase reclons could be 
suocoss-t ^ly r.ai^otP:^ v,iih aniisense c^moounds. Tne comb'inar ion o^ 



Tovides no motivation nor an expectation of succoss a^ 



targetlnu the specll-c r-egions as niv claimec. Tnerefore, this 
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corrlcr:aLion oi: prior art cannot render the Instant inv 

obv:oAs, WiLhdr.iwal of this rejection is thercforG respectfi:: 



_ _ ^ , j_ 



11^- Conclusion 

Applicants, believe that the foregoing comprises a full and 
comp2ete response to the Office Action of record. Accordingly, 
favorable reconsideration and subsequent allowance of the pending 
clciims is earnestly solicited. 

Respeccfu] ly subxatLed, 

Jane Massey I.icata 
Registration No. 32,2^37 

Date: July 3 0 ^ 700-^ 

Licaca & Tyrrell P . c . 
6^ E. Kain street 
Marl ton, NJ 08C5 3 

656-810-1515 
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